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WHAT IS CL ATMRn TS; 

1 . A compound of the Formula A: 




A (R^)p 
5 wheieio: 

aisOcHT l;bisOor 1; misO, 1 or2;nis0, i, 2or3;pis0, 1 or2;qis0, 1, 2 or 3;r is 0 or 1; sis 0 or 1; 
t is 2, 3, 4, 5 or 6; 

10 Rl is independently selected from: 1) (C=O)aObCi-Ci0 alkyl, 2) (C=0)aObaryl, 3) C2-C10 alkenyl, 4) 
C2-C10 alkynyl, 5) (C=0)aOb heterocyclyl, 6) (C=0)aObC3-C8 cycloalkyl, 7) CO2H, 8) halo, 9) CN, 
10) OH, 11) ObCi-C6 perfluoroalkyl, 12) Oa(C=:0)bNR6R7, 13) NRc(C=0)NR6r7, 14) S(0)jnRa, 15) 
S(0)2NR6r7, 16) MRcS(0)njRa, 17) 0x0. 18) CHO, 19) NO2, 20) NRC(C=0)ObRa, 21) 0(C=0)ObCi- 
Cio alkyl, 22) 0(C=0)ObC3-C8 cycloalkyl, 23) 0(C=0)Obaryl, 24) 0(C=0)Ob-heterocycle, and 25) 

15 Oa-P=0(OH)2. said alkyl, aryl, alkenyl, allsynyl, heterocyclyl, and cycloalkyl optionally substituted with 
one or more substituents selected from RZ; 

R2 is independently selected fronK 1) (C=0)aObCi-Cio all^l, 2) (C=0)aObaryl, 3) C2-C10 alkenyl, 4) 
C2-C10 alkynyl, 5) (C=0)aOb heterocyclyl, 6) (C=0)aObC3-C8 cycloalkyl, 7) CX)2H, 8) halo, 9) CN, 
20 10) OH, 1 1) ObCi-C6 perfluoroalkyl, 12) Oa(C=0)bNR6R7, 13) NRc(C=o)NR6r7, 14) S(0)mRa, 15) 
S(0)2NR6r7, 16) NRcS(0)mRa, 17) CHO, 18) NO2, 19) NRC(C=0)ObRa, 20) O(O=O)ObCi-Ci0 
alkyl. 21) 0(C=0)ObC3-C8 cycloalkyl, 22) 0(C=0)Obaryl, 23) 0(C=0)Ob-heterocycle, and 24) Oa- 
P=0(0H)2, said all^l, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with 
one, two or three substituents selected fromRZ; 

25 

R3 and R4 are independently selected from: H, Ci-C6-alkyl and Ci-C6-perfluoroalkyl, or 
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r3 and r4 are combined to fonn -(CH2)t" wherein one of the carbon atoms is optionally replaced by a 
moiety selected from O, S(0)in, -N(Rb)C(0)-, and -NCCXDR^)-; 

r5 is independently selected from: 1) (C=O)aObCi-Ci0 alkyl, 2) (C=0)aObaryl, 3) C2-C10 alkenyl, 4) 
5 C2-C10 alkynyl, 5) (C=0)aOb heterocyclyl, 6) (C=0)aObC3-C8 cycloalkyl, 7) CO2H, 8) halo, 9) CN, 
10) OH, 11) ObCi-C6 perfluoroaUcyl, 12) Oa(C=:0)bNR6R7, 13) NRC(C=0)NR6r7, 14) S(0)mR^ 15) 
S(0)2NR6r7, 16) NRcS(0)inRa 17) 0x0, 18) CHO, 19) NO2, 20) O(C=O)ObCi-Ci0 alkyl, 21) 
0(C=0)ObC3-C8 cycloalkyl, and 22) Oa"P=0(OH)2, said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and 
cycloalkyl optionally substituted with one or more substituents selected from RZ; 

10 

r6 and r7 are mdependently selected from: 1) H, 2) (C=0)ObR^, 3) Ci-Cio alkyl, 4) aryl, 5) C2-C10 
alkenyl, 6) C2-C10 alkynyl, 7) heterocyclyl, 8) C3-C8 cycloalkyl, 9) S02R^ 10) (C=0)NRb2, 11) OH, 
and 12) Oa-P=0(OH)2, said alkyl, cycloalkyl, aryl, heterocylyl, alkenyl, and alkynyl is optionally 
substituted with one or more substituents selected from R^^; 

15 

Rz is selected from: 1) (O=O)rOs(Ci-Ci0)alkyI, 2) Or(Ci-C3)perfluoroallQ^l, 3) (Co-C6)alkylene- 
S(0)nJl^ 4) 0x0, 5) OH, 6) halo, 7) CN, 8) (C=O)rOs(C2-Cl0)alkenyl, 9) (C=0)rOs(C2-Cio)alkynyl, 
10) (C=0)rOs(C3-C6)cycloalkyl, 11) (C=O)rOs(C0-C6)alkylene-aryl, 12) (C=0)rOs(Co-C6)alkylene- 
heterocyclyl, 13) (C=0)rOs(Co-C6)alkylene-N(Rb)2, 14) C(0)Ra 15) (Co-C6)alkylene-C02R^, 16) 
20 C(0)H, 17) (C0-C6)alkylene-CO2H, 18) C(0)N(Rb)2, 19) S(0)niR^ 20) S(0)2N(Rb)2, 21) 

NRc(C=0)ObRa, 22) O(C=O)ObCi-Ci0 alkyl, 23) 0(C=0)ObC3-C8 cycloalkyl, 24) 0(C=0)Obaiyl, 
25) 0(C=0)Ob-beterocycle, and 26) Oa-P=0(OH)2, said alkyl. alkenyl, alkynyl, cycloalkyl, aryl, and 
heterocyclyl is optionally substituted with up to three substituents selected from Rb, OH, (Cl-C6)alkoxy, 
halogen, CO2H, CN, 0(C=0)Ci-C6 alkyl, 0x0, N(Rl>)2 and Oa-P=0(OH)2; 

25 

R^ is: substituted or unsubstituted (Ci-C6)allq^l, substituted or unsubstituted (C2-C6)alkenyl, 
substituted or unsubstituted (C2-C6)alkynyl, substituted or unsubstituted (C3-C6)cycloalkyl, substituted 
or unsubstituted aryl, (Ci-C6)perfluoroalkyl, 2,2,2-trifluoroethyl, or substituted or unsubstituted 
heterocyclyl; 

30 

R1> is: H, (Ci-C6)alkyl, substituted or unsubstituted aryl, substituted or unsubstituted benzyl, 
substituted or unsubstituted heterocyclyl, (C3-C6)cycloalkyl, (C=O)0Ci-C6 alkyl, (C=0)Ci-C6 alkyl or 
S(0)2Ra; and 
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Rc is selected from: 1) H, 2) Ci-Cio alkyl, 3) uryl. 4) C2-C10 alkenyl, 5) C2-C10 allqaiyl, 6) 
heterocyclyl, 7) C3-C8 cycloalkyl, and 8) Ci-Ce perfluoroalkyl, said allqfl, cycloallgrl, aryl, heterocylyl, 
alkenyU and alkynyl is optionally substituted with one or more substituents selected from RZ; 

or a pharmaceutically acceptable salt or a stereoisomer thereof. 

2. The compound according to Claim 1 of the Formula B: 




wherein: 

Rz* is selected from: alkyl, cycloalkyl, aryl and heterocyclyl, said alkyl, cycloalkyl, aryl or heterocyclyl is 
optionally substituted with 1 to 3 RZ; 

or a pharmaceutically acceptable salt or a stereoisomer thereof. 

3. The compound according to Claim 2 of the Formula C: 




wherein: 
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r6 is selected from: H and (Ci-C6)alkyl; 
or a pharmaceutically acceptable salt or a stereoisomer thereof. 
5 4. A compound which is selected from: 

5-phenyl-6-[4-({[4-(l,23-tWadiazol-4-yl)beiizyl]amino}methyl)phenyl]nicotinomt^ 

5- phenyl-6-[4-( {[(IS ,2R)-2-pheny Icy clopropyl] amino } methy l)phenyl]nicotinonitrile; 

6- (4-{ [(3,4-difluorobenzyl)amino]methyl }phenyl)-5-phenylnicotinomtrile; 

10 6-[4-({[2K3-fluorophenyl)ethyl]amino}methyl)phenyl]-5-phenylnicotinonitrile; 
6-[4-({[2-(4-fluorophenyl)ethyl]amino}methyl)phenyl]-5--phenylnicotinonitrile; 

5- phenyl-6-[4-({ [(4-phenylmorpholin--2-yl)methyl]amino }methyl)phenyl]mcotinonitrile; 

6- [4-({[(4-beiizylmorpholin-2-yl)methyl]arnino}methyl)phenyl]-5-phenylnicotinom 

6-[4-( { methyl[( 1 -phenyl- 1 H-pyrazol-4-yl)methyl] amino }methyl)phenyl] -5 -pheny Inicotinonitrile; 
15 N-[2-(l-methylpyiroUdin-2-yl)ethyl]-N-{4-[3-phenyl-5-(lH-tetrazol-5-yl)pyridin 

1- {4-[3-phenyl-5-(lH-tetrazol-5-yl)pyridin-2-yl]phenyl}-N-[4-(l,23-tMadiazoM^ 
yl)benzyl]methanamine; 

N-(3,4-difluorobenzyl)-N"{4-[3-phenyl-5-<lH-tetrazol-5-yl)pyridin-2-yl]bem 

2- cMoro-5-phenyl-6-[4-({ [4-(l,23-tMadiazol-4-yl)benzyl]amino}methyl)phenyl] nicotinonitrile; 
20 lK2-Aminophenyl)-3-({4-[5-(5-aniino-13»4-tMadiazol-2-yl)-3-phenylpyridto 

1-one; 

3- ({4-[5-cyano-3-phenylpyiidin-2-yl]benzyl}amino)-l-phenylpropan-l-one; and 
3-({4-[5K5-ainino-13»4-lMadiazol-2-yl)-3-phenylpyridin-2-yl]beiizyl}ajn^ 

or a pharmaceutically acceptable salt or a stereoisomer thereof. 

25 

S. The TFA salt of a conq>ound according to Claim 1 which is: 

5-phenyl-6-[4-( { [4-( 1 ,23-tMadiazol-4-yl)benzyl]amino }methyl)phenyl]nicotinomtrile; 

5- phenyl-6-[4-({[(lS,2R)-2-phenylcyclopropyl]amino}methyl)phenyl]nicotinonitrile; 
30 6-(4-{ [(3,4-difluorobenzyl)amino]methyl }phenyl)-5-phenylnicotinonitrile; 

6- [4-( { [2-(3-fluorophenyl)ethy 1] amino } methy l)phenyl] -5-phenylnicotinonitrile; 
6-[4-({[2-(4-fluorophenyl)ethyl]amino}methyl)phenyl]-5-phenylnicotinonitrile; 

5- phenyl-6-[4-( { [(4-phenylmorpholin-2-yl)methyl]amino } methy l)phenyl]nicotinonitrile; 

6- [4-({[(4-benzylmorpholin-2-yl)methyl]ainino}methyl)phenyl]-5-^^ 

35 6-[4-({methyl[(l-phenyl-lH-pyrazol-4-yl)inethyl]aimno}methyl)phenyl]-5 
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N-[2Kl-niethylpyrroUdin-2-yl)ethyl]-N-{4-[3-phenyl-5<lH^^ 

l.{4-[3-phenyl-5KlH4etrazol-5-yl)pyridm-2-yl]phenyl}-N^ 

yl)beiizyl]methanainine; 

N-(3,4-difluorobenzyl)-N-{4-[3-phenyl-5<lH-tetrazol-5-yl)pyridin-2-^^^ 
5 l-(2-Aminophenyl)-3-({4-[5K5-ainino-l,3,4-tMadiazol-2-yl)-3-^^ 
1-one; and 

3-({4-[5-(5-ainmo-13,4-tMadiazol-2-yl)-3-phenylpyridm-2-yl]benzyl}aii^ 



or a stereoisomer thereof. 

10 

6. A conqpoimd according to ClainoL 4 which is: 



l<2-Aniinophenyl)73-({4-[5<5-aimno-13.4-lMadiazol-2-yl)-3-phenylpyr^^ 
1-one; 

15 

or a phannaceutically acceptable salt or a stereoisomer thereof. 



20 



7. A pharmaceutical con^osition comprising a pharmaceutical 
carrier, and dispersed therein, a therapeutically effective amount of a con[q>ound of Qaim 1. 

8. A pharmaceutical composition comprising a pharmaceutical carrier, and 
dispersed therein, a therapeutically effective amount of a conqpound of Claim 4. 

9. A method of inhibiting one or more of the isoforms of Akt in a mammal which 
25 comprises administering to the mammal a therapeutically effective amount of a compound of Claim 1 . 

10. A method of inhibiting one or more of the isoforms of Akt in a mammal which 
comprises administering to the mammal a therapeutically effective amount of a compound of Claim 4. 

30 1 1. A method for treating cancer which comprises administering to a mammal in 

need thereof a therapeutically effective amount of a compound of Claim 1. 

12. A method for treating cancer which comprises administering to a mammal in 
need thereof a therapeutically effective amoimt of a compound of Claim 4. 

35 
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13, A method for treating a non-malignant disease in which angiogenesis is 
implicated which comprises administering to a mammal in need thereof a therapeutically effective 
amount of a compound of Claim 1. 



5 14. A method for treating a non-malignant disease in which angiogenesis is 

implicated which comprises administering to a mammal in need thereof a therapeutically effective 
amount of a compound of Claim 4. 

15. The composition of Claim 8 further comprising a second compound selected 
10 jfrom: 1) an estrogen receptor modulator, 2) an androgen receptor modulator, 3) a retinoid receptor 

modulator, 4) a cytotoxic/cytostatic agent, 5) an antiproliferative agent, 6) a prenyl-protein transferase 
inhibitor, 7) an HMG-CoA reductase inhibitor, 8) an HIV protease inhibitor, 9) a reverse transcriptase 
inhibitor, 10) an angiogenesis inhibitor, 11) a PPAR-y agonist, 12) a PPAR-5 agonist, 13) an inhibitor of 
cell proliferation and survival signaling, and 14) an agent that interferes with a cell cycle checkpoint. 

15 

16. A method of treating cancer which coiD{>rise5 administering a therapeutically 
efifective amount of a confound of Claim 1 in combination with radiation therapy. 

17. A method of treating hyperproliferative disorders selected from restenosis, 

20 inflammation, autoimmune diseases and allergy/asthma which comprises administering to a mammal in 
need thereof a therapeutically effective amount of a compound of Claim 1. 

18. A method of treating hyperinsulinism which comprises administering to a 
mammal in need thereof a therapeutically effective amount of a compound of Claim 1. 

25 
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